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imik^m mH£5-n--/^tl—7 - (3, 4, 5 
- M> ^ h^i^O-VM fUT^/) Vo CI, 5 - 
a) tf'J * v'V^iO— iSOtr^yo C 1 , 5 - a 3 f'J 
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(NH) ^-Q-A-R2 
R« 

(fns»<^ 1 -3 f@^*-r^ - fc^'j*^ ^ ^ ^ 
R3 amw.^, 7x^/^«X{i^&«T/^=^/^«^- R 

7x-;HB^r;l'=^;W*> S«»i:tT7x- 
fV^i^m^-t^ C i:<0#)^ 7 x-/l'«X{±ANO^'> H 
^=i- }i7K«I^^^X{Jte^r/U^/l-S«:, ti* 

^mr/u^/t-a, 7x-/i^®^T;u^^i-*Xti 

- /u*xt±x/w:n-;i'»2r , hii^^.^&wcnv^ v 

y«Xt±1£«tT;l-r-^ ^i^^'*"^^ ^ n {i 0 X 

x(i7xr:;u«. R^ i3m.'mtLxmrr)\^^^i-^ 

3ll&^-ri>7x:i;U». R3 . R* . R^ ai/R« *»' 
Q*J;!?;l.;n::^;l^-C'- n^^O-Cfc OfioR> *«r/W 



n 5 - a D f u 5 i'^>isji«t'4» . R' ti'-mmmt i 

mxitmm&t lx 7 x-zi-^'TSSr*-^"^ - i^''^*>* 
7x:::;i^s-c', R- ^Msmti-ximrii^^'-y^^ 

- #isTO±7x-/i^t'- R' .'suyyw. 
^xity x-.'i-mx'. A^TK^Si^-c. R'' 

^Xti:Sm»J:tT/Nayyam{fii«lT;Udf;i,.»?:qff-r 

c 1 5 - a 1 f'j a i^'ymmufi'^. R' ^ R* s-^^'^ 

mX'Sr^R' A<<£^T/l.r»^i^«c^2-3l!*:W-ri. 7 
i - A * X{ivNoy>-SJ^i£^T;l^^^t-»iO 1 fflsr«-r 

^ 7 xr:;i.STS)i.*^^{±R' *>7 x-'i^a-ea-^R'" 

Cl 5-a:) tU5i^y|SSfl'4'. R^ A*2. 4-S^ 
^>.;e^7x-;l.S. 3. 4, 5-hU^b^^7x_ 
/i.-ffiX{i2 - b U 7;W5rD^^/V7x-;P*-C'J>^ii:« 

oci 5-aD t^u s>''yatX5-n-7'^;i--7- 
( 2 - h 7;W5!-ap< ^;P'^>'VM /it s / ) t'^y a 

I 0 0 0 1 1 -a,*v*.H- 



(3) ^2 002-53466 <P200 2-5eA) 



[0003] ij'j — ^c?).^ -f yuTTti] — i^x (yu^ 

yJ^^ilf^mm^} tmtiX^ (Kerr.J.P.R. and UVll 
ie.A.H., Br.J.Cancer. 26, 239(1972)) , lixli^m 

<ffflfla«ffiiO?Ki^JBliSt; : membrance bl ebbing) ^t,®^ 
- 18 0 — 200 ^«:R«0 D N A tcffif 

m)^iim^t7^mmizx <oM±^ix^mmt txi^t^ 

ilTt^S (Duvall.E. and Wy II ie.A.H. . Immunology To 
day, 7(4). 115-119(1986) : Science, 245, 301-305(1 
989)) . ±M^-( V-littz^^fUzJZJfU-f-zi^ KtiO 

im^ix^mmmmc^^T^h—i^x^K «58aF^cDx>- k 
7 ^ l^r-^f£o^s^t'^t*^4^ ^ c t srfg^ trt^?. ( wyi i 

ie.A.H.. Nature. 284 . 555-556(1986)) . x>-KJf^' 
i^r— fcfjgtttcj: »3 r-ir h-5^;^$-^(t^4iBa<OD N A 

rpya-xy;l.mMif*ltl^tT^r 5 ^ i: (C J: 

[0004] iKTz+rh-^-X t {i, ^^^^i-^^jfflaii ' 

^l/::$fflBa5e-C'2bi.i:#i<^il& (Wyllie.A.H.. et al.. 
Int. Rev. Cytol., 68. 251-306(1980)) . 
10 0 05] ttz. mim^Xli:^/l^i^ ^Jx^i^yyr 

x'^iw^^j^mfS.^AL^^'ttz'o. cAMPms^±^ 

M^i^t'^iSM^tti, (Wyllie.A.H., et al., J.Patho 
1.. 142. 67-77(1984)) h-i^:^<r>j( // 

-XA(C. :^/l^i^^Jj.-(:ty^c AM Pc7)^^3&^^iil|§ 

i o^fk^sn-g. H L - 6 oiHiia<7)rdt 

iiecoCTi: Lr$g^$iX-Ct^S (Martin.S.J. . et al., 
J. Immunol.. 145. 1859-1867(1990) : Martin.S.J.. et 
al.. Clin. Exp. Immunol., 79. 448-453(1990)) . 

[00061 iier.tf h-i^x{4. 9m^m-^iE-s<D 

m) iz:^^tL^±m6mmw^^f>. y/vaaiv^zi^ k 
wm. -1-^ hY-^i^y^-TmmiiZXhmsmm. 

ifflBs, Mmmwm=F- (tnf ) , y^n v^i^y ( l 

T) m(r>^^ h:^^ymmizj;:r>Xhtm^1xhiim.^ 



(Wyllie.A.H.,et al.. Int. Rev. Cytol . , 6 
8, 251(1980) : Durall.E. and Wyl lie.A.H. . Immunolo 
g>' Today, 7. 115-119(1986) : Sellins.K.S. . etal., 

J- Immunol., 139, 3199(1987) : Yainada.T. . et al.. 
Int.J.Radiat. BioL.S. 65(1988) : Wyllie.A.H., Na 
ture. 284 . 555(1980) : Schmid.D.S., etal., Proc.N 
atl.Acad.Sci.. USA. 83, 1881-1885(1986) : John.C. , 

etal., J. Immunol., 129 (4), 1782-1787(1982) : Ho 
well,D.M.. etal.. J. Immunol., 140 . 689-692(1988) 

: Gillian. e..etal., Eur. J. imnunol . 17, 689-693 
(1987)) . ^(T^rnz. S>§S(7)j5l«s. mz.{mCD3i[K 
in.APO-\tm. fitF a s Jitf*;^ (Trauth,B.C., 

etal.. Science, 245. 301-305(1989) : Smith.C.A., 

etal.. Nature, »7, 181-184(1989): Tadakuma.T. , 
etal., Eur. J. Immunol.. 20 , 779(1990)) TtT.itf- 

flij, ^m$s.mn, 35(4). 289-295(1981)) cry^mzi^w 

[0007] —-H. ±feT/-ffl — iyX^im]thi:><7yt 

(Actinomycin D), ga^^lfflWIfK'aii.^f -f ^'D'v=5f 
i^SK (Cycloheximide), fjii^i^'^Jx^:^y (Ca2+) 

^aXAiOyA. iilfil^-y--^ y {IL- 
3. GM-CSF. G-CSF^), IL-2. bcl 

- 2 mi^m^mi>T7tth-i^x irmm^^ t mm^ti 

X^^^ (Cohen. J. J. J. Immunol., m. 38(1984): Wyll 
ie.A.H.. etal., J.Pathol., 142. 67(1984) :Shi,Y., 
etal.. Nature. 339. 625(1989) : Williams. G.T.. e 
tal.. Nature, 343, 76(1990) : Nielo.M. A. . J. Immuno 
1., 143 . 4166(1989) : Vaux.D.L.. etal.. Nature. 3 
35, 440(1988)) .fit. ±si-^^ i^vi^^i^ 

aemmmmiz. r^i-y^-t i^yotifhrn^mmm 

iz . mmt< H L - 6 0 mmz ^tx ^eixr^ h-zyxz:m 

^■r-Sfg^A»'?>|. (Martin.S.J., et al.. J. Immunol., 
145, 1859-1867(1990)) , MizV^ ^ o^^i^ H 

xmimmtzmEt. xmmtzji^muLfzuy 

i^yD:fyi±td.T7tih-iyX^mna^it^ WtcrM^t h 

fr. ^(rym<n\m<rmH-i>7mL^ixX^^k> (i-h-jilS^ 

to. B^tm^^U. 51 (2), 144 (1988) ) . 

[0 0 08] t^-rmc-ti-j;, mm->mt. Wk. m^f^ 
m-^}i^x.(h>ixx\.^^. 

[0009] ^fzm:&. r^v-i^x{^zmm-hihm&. 
LT . tffA p o - I Wl^\iZi: h ^&<r>^mihm^t:>ixx 

^^h, 'ik^^'miMW^ (MDs ) £oi^-c\ mamky 

55«±«JT-*2.^<5tt«lfll (RA) •BJffmm.'&.'^i^ (R 



(4) 112 00 2-5 34 6 6 ( P 2 0 0 2*- 52tA ) 



-CSF^IL-3^0Wffl*^ffl*t<, 

TRAEB-t) tii. is^u^y^ym'mmt^ 

ifflfcb-C, if^Xbi^i-'H (etoposide )^T^'^il 
bV^ (aclarubicin ) A^cOti^ESrWl <7'^''^- 

<>'iif(,-CW>S (ShibuyaJ.. J.Clit.ical and Expenin 
enUl tfedicine, 160 (5)- 319-323 (1992) K 

[ 0 0 1 0 1 ^ s hitinMrnmssMi^i^ 

fig«X*DlCil.bfg^t-C'.^& (Murakani.M.. et al.. 
Nature, 357. 77-80(1992) ) . 

too 1 n y^7-^'<-7^'-h;^/'^{iMRLl pr/ I 

S (Watanabe-Fukunaga.B., et al.. Nature. 356. 314 

-317(1992)) , ^,^«*^.i.^> 
[00 12lt>'^-X^>{±. HIV-iSJfe,®^*^'^^-> 

^CD90%. AIDSi:ARCB#Wl0 0%t-«^^ 

mL'^\,^^tm^tX\''h (Montagnier.L.. et al..Si 
xiene CoUoque des Cent Gardes. 9-17(1991) ) , 

r 0 0 1 3 1 1- .J^^<7)^all^^:*5v^l: . b 

.JKt-NGF (nerve groi.th factor : W^W^OWS 

mx'mmcomiztw^^^>^^^^^*^^^^Jfll 

$tt(Ha«fcurger,V.. et al.. J.Neurosci.. 1. 60(198 

1) ) mz^GFizn^^mmi^L^-rtt.iij^^j: 

(Levi-Montalchini.R. and Booker.B. . Proc.Nat 
l.Acad.Sci.. USA. 46. 384(1960)) . 

(00 141 ^^-^ii.mjzm^mmsimzz3^ 
•eti^ ^ 7- 1 commmm^ o . d n act)®^!: t e?. 

r.H., Anat Embryol.. 181. 195(1990): J.Neurosci . 
1 60(1981): Proc.Natl.Acad.Sci.. USA, 46. 384(196 
0): Ra«son.C. L., etal.. J.Cell.Biol.. m. 671(19 



C)\) ) 

■[ 0 0 1 S ] Xl'^-Xi^tiNG FtCj; o^rg.w@« 

a^raryj^mmmx'^ r^m^ixm . T;Kb- 

V XA'N G F (C J; 0 2> UX^ (Edwards, 

S.N.. etal.. J.Neurochemistry. 57(6), 2140-2143(1 
991) ) 

'[ 0 0 1 6 ] V ^ y i.^^comi^izxmt. ^\tvx 

^WP^W^flf'^^-^ -y h (CN G F arti^-rs fc^r/U-y 

sf 3 ' ; :/fiHtMf i>ti^5=faBa(ci?.N g f m'm l-t , ^^Pt 

^(nmmifi^^M (Fisc:her.W.. etal.. Nature. 32 
9 65(1987) : Barde Y-A, Neuron. 2. 1525(1989) :Ha 
inaka, H. . Develop Brain Res.. ^. 47(1986) : Hat 
anaka, H. . et al., Develop Brain Res.. 39 . 85(1% 

8)) m^^ii. ±ieNGF*^^'fL. ±mm. 
^itm^izmm-. w^iia^^ ^mmm. 

(g4,K. itm. 28. 891-899(1991)) , 

(00171 r;i,-y/N^-7-i^iO%ffi«S1S^«^S^^<^ 

^ Lt»A>ix^ 1 -y f-.'i-- 4 - 7 x-;i-tr .J i^-'^j. 
^^y (MPPM icJ;^-*-D>5E. ^v^t±r-J^ 

v.s::v*'*»S$ix-^^^^ ^^^^^ 

2L(5) 615-620(1994). Gianluigi Forlorn et. 
al ^Nei-o Report, 4 (5). 523-526(1993)). ^t^- ^ 

(ALS) , 

h (AndrewEisen and Charles Krieger, Can. J.Neurol . 
Sci 20(4). 286-296(1993)). i/;:^^-^> Vy»H« 

^tfcS (Han Ziv et.al.. Neuroscience Letters. I 

70 136-140(1994)) , i^fm^mmnmcM << 

y5B*<«i*lt~fil*^2'e*^^*-^'^*^b-It];7 
(aF«. S't'lS- ^tft^S*. 21(5). 615-620 

^1^0 1 8 1 mzmmm^^ ^ jv^xm^^commzii 

V%i.i:#i.'^tt-CV>S (Bursh.W.. etal.. TiPS. 13. 
245-251(1992)) . - . v ^nriiii 

(0 0 1 91-*. ^ifmX'ii-?^ hj^xyl::±-?v-fffnffl 
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i; DiESfLtJil^ (Kerr.J.F. et al . , Br..l. f-ancer, 2 
6 . 239-257 (1972)) , MT.-Kh-> X{iJFF|i(cfcV » 

0 (Columbano.A. . etal.. Lab. Invest. . 52 . 670-675 
(1985) : Columl)ano,A. etal.. Am. J.Pathol . . 116, 44 
1-446(1984)) , ir^-t:,iiT7i^b->rXii-^m^^m. 
mMt-^t>^\.^t^Xi>'^^ (Kerr.J.F.. etal.. Lan 

cat, 2 . 827-828(1979) ) o 

[0020] zmc^ztt^i> , M.m(.t<m&fffmzML 
izfm LT o < j&mx'ii . ±iBr ;K 1 — i^7.imm^m 

<r)tfmw/sjFm^^^cr>mmi)m±x'^ ^t^x. htth . 

[0021] m±<?5J; otc, T^^h-i^Mi^momM. 

(r>xh hmmcnm^izMs. ±M^^mm^(n'mmf 
mmt^n^j:vm^ zt*^^mx^. ^^i}^i>m<i<7m?t, 

[ 0 0 2 2 ] *^B«#'c.«i5ttCTle-«^ ( 1 ) 

X-mi) ^ix^ 7 Vo ci . 5 - a 3 u 5 'j^^mmi^ 

*\ ^^-^mmimzr^Lxiio. mmmtLxmx.i£m 
tmm. mmm. mai^m. mamM. w@Htt 
^^<r)m^<n&:i^mmizmmx'h>^) , L*'t, 
mmmiz$i*)f)i-h^j:mwmi>'^j:< . im-^a^sr t,^^ 

t^amUv: (W0 9 5/3 5 2 98-^) ^^ti^i>m 

m^ma, ±siT7tch-i^;^wmi^mtt±mmcr>L(ox' 

[00 2 3] 
Ut2 ] 

N- (HH) „-0-A-R» 

Rs y " 

V^N— N CI) 
Rl '**N'V^R3 
R4 

[00 24] 
[0025] 

ci . 5 - a D br >j 5 'J>imwi}^, mmmimii^m 



[ 0 0 2 6 ] fip-«i. ^mm. AM-m^ ( i ) x-m^ 
$i-(.?> e 7 ^./"o ci . 5 - a 3 h* u s i^>mm{¥m/'i 

^^T-'tn — >-xmmw\tzmi> . 

[0027] :^m]T4ih-'>:^mmmU, 7-.tf N-i^ 

J; ^>iz^m(^m^.c^yi^mM^miz^mx-$)^, 

RC (AI DSMiii^B) . ATL (^AT«iflaam 

^: Adult T-cell leucemia ) , ^mmM^BSSLm (Ha 
iry cell leuceDiia ) , ^MlS. (HAM/'TSP) , Of 

mmm (hab/haba) . mmm (haap) . 
y]''ym^ (HAU) m<7)H i vxuhtlv- im^ 

M.ffflfe^i'J I. h cj yi^ xm^mB : S L E 
( ^#ttx u r v 1 — XX ) ^^ttMSB U ( R 

pathic Thronbocytopenic Purapura: ITP) . SS^feS 

mam) mmmmco^^^mB. ■. -^-frnftmrni^ 
(MDS) . mnmA'mmii'r^, Sit^^ttsju. ^ 

i:i^d^mi^%; cm. AS. BM, F^^O"^^ ;u.7. 

m : y^y^yhym : 't-m'^ ; . ard 

s {i«Aii?igj^465!£Mg¥) ; mmmmmmim. (al 

S ) : : m^Wrkm : ^g®>ll ; Ml=3£«^f . ; 

mmmitm. ^m^^itmm ; Wik ^Ai±ap^i^ ; 

S1tfi!S^l^P (Chronic Fatigue syndrome: (FS)atA' 
Mi^X hay^— ( Myotonic di'strophy ) : H I V^j$ 

tmm-mmcoMmmm^^mmBizumizmmx^ . 
mmffa-^rnx'^mx-f) h , 

[0028] 

x^!i<.;^t^6 fc° 5 v'n ci . 5 - a D f u 5 >'ym 

mmi, Buie-JK^ ( i ) xmiy^ix. im^m^i^^-t 

tii>:^^Mmti>ifimz^<7)^mz^i^Ltzii<r>X'$)h 

(mt^rwo9 3x^3 5 298^■i^m0m) , 
[0029] :^miT^] — i^xmm\^f&^t tx 

x\ n*n ■?:'$> OfioRi i}i{&mTfU^n-mxiiy 
fi^m. R2 ij'^mmmt Lxi&mr/i'zi^i^m&x/.*\ay 

^^x^/t-S. R3 . R< . R5 :atifR6 tfi-^tt^tVii 
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O R5 



IT H 



O 
H 

COX 



[00331 

OH 



(2) 




X 



(S) 



HN (NH) „ -H 
(6> 




Y-Q-A-R' 
<7) 



^^^^^^ ^^^^^^-^^^ 



HN (NH) n-Q-*-*^* 
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f'l^'Xiinsfi, mmt^'!^ ( 4 > (c*tLT i- 1 of^a 

^frTt=*«j0. 5-1 2ii$ia$-^UT^*6$il^, 
[0036] ±ieKJCtcJ: Of#'^:>ix-i. v\ayy-ft!t^ 

( 5 ) ti. zii^ryt-TA^xit^ y^^'jyx'm^-t 
^ i b ct 0 ( 6 ) tc^^j^-c'^ ^ , ^iosaati . 

!f#tc^«SrjtJ^i:-yrf . jfi^-fk^iRs ( 5 ) Sr3a*ja<7jT 

>'^:-T7K>:#t(C*!j 10 0—15 OT-X' 1 — 1 2B#^g 

fctci:*) Hirers. 

[ 0 0 3 7 ] \^X'i%hiXhit-^ ( 6 ) t±. <>:v»-C' 

mz.i,f'<.>-\iy , htVJ^-y^ ^iyuy^ 5^4x— f-yt-^. 

(SlSXSit-1' J 



Xhdr>x.^'>\ T^h i7b Ko75> (THF) . 1, 

4- i^':t^-^y^cr,mAmmmi:r.~T^,i,m. r-b h 
> , xf-;i-^ fvPir h > . T-t I- 7 X y y^c^.^y h > 

s/;'aD;>c^'>^ ^ua7t^/l'^^. m&it^m. 1. 

2 - □ DX^- >'^i7)y Nay >'«ft*^^^0y5^-C- 

^tiwmmtLxii. h'jx^/pr5>, N. N 
^. 4-^^/kr$/t*!;i^'>^om38ir5>®^«F 

[0038] ±iiKSblzt3li h it-^m ( 6 ) {Zitt^M 

.'^uyy itm ( 7 ) Rz/ms^m<7)mmmi. mzm^m 
■eii^t^T&j . m^m^^o yymni^=(:Ji'St--jmi=t/u 

5- 2 0B#^mgr^Tt- 

(00 3 9 J l^it-^mA 6) C0d*>. n^iOT$)i>'tt 

x-yxhmm-t^ z t t^x'^ h , 

(0040] 
(^t4l 



O R5 



CH-CN 
<2' ) 



HN— N 



R5 



N T R3 
(3> 



Rta 

(6' ) 



(004 1] C^"**, Ri", R3 , R<''Si;fR5 tifirie 

±ieicfcv >T. - h *)fimm{^ ( 2 - > fc-fL^ ( 3 > 
4'. ^ea-)igg«a]gco^(i^Tt=:r 2— 1 oi^ig^s-^ 



(004 2 J 

(fl:5] 



(8) ga2002 



-53466 (P2002-5PB A) 



OH 

V-J_CH-C02 HjnTr3 AV*^' 

Rib 

(8) (9) <1 0) 



Rib 

an 

f CIO (15) 

(13) ^^^^ 



HN <NH) „ -H 
R5 



Y-Q-A- 
(7) 



R2 



HN (NH) n 



Rib 

(16) 

(9) if^&EWi- ^Sl^i** ,1', 

* 00441 «.ft^<9>'.«-X J2^?f 



y^N— N 



R3 



R* 



(9) Ba2002-534 6 6 (P20 0 2- SpUrm 



10 0 4 71 ±ie(-?|gg< (11) OStcKJE 

Lv^, JbieMTclPicojtfflMti. -ft^ (11) (cMLT 
^-=Sr < i: i. /l^ftgig h f -S. co*^ J: v ^ , KJSi. 0 "C 
~Mia#j££0?aSTfc«-> 3 0 3 B^^^^SI LT^T 

[ 0 0 4 8 ] LTf#H>il-g.-ft-^!R!) (12) iOT^/l- 

!Bj ( 1 2 ) L-Cl - 1 0 fg^fit'fiJffl-C'^ i. . ^j!5 
^fNis -ft^ (12) i07<a«0fcKndri,7l^A<7*i^ 
/Ht $ ti.'S:*, » J: 3 (C , 0 "C-gS#i5i7)?ag.5.t.'^J<j 3 0 

[00491 }M'mc:,ixh\^^^ (13) io.'\ayy 



1 0 0 5 0 1 iti^ f#^>a^-.{l:^??5 (14) c^yit^m 

(15) ^^CD^n^mt^. RJCXfSst- 1 tCfcJtS ft^ 

10 0 5 11 ±a-r^^>ii^{l:-^l*!i (15) {Oi^'j/p-ft 
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